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^OEM^ PATENT ^ 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Application of Robert A. Holton et al. ART UNIT 1 625 

Serial No. 09/978,436 
Filed October 16, 2001 
Confirmation No. 5339 

For RADIOSENSITIZING TAXANES AND THEIR PHARMACEUTICAL PREPARATIONS 



DECLARATION OF PRiOR INVEN TION UNDER 37 C.F.R. ' 1.131 

We, Robert A. Holton, Hossain Nadizadeh and Li-Xi Yang declare as 
follows; 



1 . We are the inventors of the subject matter claimed in the above- 
entitled United States patent application. 

2. We are submitting this Declaration to establish completion of our 
invention in the U.S. before June 7, 1995, the filing date of U.S. Patent No. 
5,780,653. 

3. We reduced to practice the invention claimed in this application 
in the United States before June 7, 1995. 

4. Facts in support of this Declaration are attached hereto as Exhibit 
A. Exhibit A is a true and correct copy of experimental note book page 
numbers 1-6, 8-14, 16, 18, 20, 22-28, 30-38, 40. 42-44, 46, 48, 50, 52, 54-62, 64, 66, 
68-74, 76-78, pages 1-4 of 'Taxol and TM 24 hrs prior Xray," pages 1-3 of TM drug," 
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pages 1-3 of 'TNB," 'TNB+22Gy" and 'TNB control" (with dates deleted), upon 
which Figures 1-18 and Examples 4.1, 4.2, 4.4, 4.5, 4.6 of this application are 
based. Specifically, compound taxol-metro (or TM) corresponds to N- 
debenzoyl-N-(t-butylcarbamoyl)-7-(metronidazoleoxycarbonyl)taxol of 
Example 2 and nitrophenyl taxol (or taxol nitrobenzene or TNB) corresponds to 

N-debenzoyl-N-(t-butylcarbamoyl)-3'-desphenyl-3'-(4-nitrophenyl)taxol of 
Example 3 of this application. As such, Exhibit A evidences our reduction to 
practice of the invention claimed in the application prior to June 7, 1995. 

5. We further declare that all statements made herein of our own 
knowledge are true and that all statements made on information and belief 
are believed to be true; and further that these statements were made with the 
knowledge that willful false statements and the like so made are punishable by 
fine or imprisonment, or both, under 18 U.S.C. ' 1001, and that such willful false 
statements may Jeopardize the validity of the application or any patent issuing 
thereon. 




Robert A. Holton 




Hossain Nadizadeh Date 



Li-Xi Yang Date 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Application of Robert A. Holton et al. ART UNIT 1 625 

Serial No. 09/978,436 
Filed October 16, 2001 
Confirmation No. 5339 

For RADIOSENSITIZING TAXANES AND THEIR PHARMACEUTICAL PREPARATIONS 

DECLARATION OF PRIOR INV ENTION UNDER 37 C.F.R. ' 1.131 

We, Robert A. Holton, Hossain Nadizadeh and Li-Xi Yang declare as 
follows; 

1 . We are the inventors of the subject matter claimed in the above- 
entitled United States patent application. 

2. We are submitting this Declaration to establish completion of our 
invention in the U.S. before June 7, 1995, the filing date of U.S. Patent No. 
5,780,653. 

3. We reduced to practice the invention claimed in this application 
in the United States before June 7, 1995. 

4. Facts in support of this Declaration are attached hereto as Exhibit 
A. Exhibit A is a true and correct copy of experimental note book page 
numbers 1-6, 8-14, 16, 18, 20, 22-28, 30-38, 40, 42-44, 46, 48, 50, 52, 54-62, 64, 66, 
68-74, 76-78, pages 1-4 of 'Taxol and TM 24 hrs prior Xray," pages 1-3 of TM drug," 
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pages 1-3 of 'TNB," "TNB+22Gy" and 'TNB control" (with dates deleted), upon 
which Figures 1-18 and Examples 4.1, 4.2, 4.4, 4.5, 4.6 of this application are 
based. Specifically, compound taxol-metro [or TM) corresponds to N- 
debenzoyl-N-(t-butylcarbamoyl)-7-(metronldazoleoxycarbonyl)taxol of 
Example 2 and nitrophenyl taxol (or taxol nitrobenzene or TNB) corresponds to 

N-debenzoyl-N-(t-butylcarbamoyl)-3'-desphenyl-3'-(4-nitrophenyl)taxol of 
Example 3 of this application. As such. Exhibit A evidences our reduction to 
practice of the invention claimed in the application prior to June 7, 1995. 

5. We further declare that all statements made herein of our own 
knowledge are true and that all statements made on information and belief 
are believed to be true; and further that these statements were made with the 
knowledge that willful false statements and the like so made are punishable by 
fine or imprisonment, or both, under 1 8 U.S.C. • 1 001 , and that such willful false 
statements may jeopardize the validity of the application or any patent issuing 
thereon. 



Robert A. Holton 



Date 



Hossain Nadizadeh f^TT 
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18 and Examples 4.1 , 4.2. 4.4, 4.5, 4.6 of this application are based. Specifically, 
compound taxol-metro (or TM) corresponds to N-debenzoyl-N-(t- 
butylcarbamoyl)-7-(metronidazoleoxycarbony!)taxol of Example 2 and 
nitrophenyl taxol (or taxol nitrobenzene or TNB) corresponds to N-debenzoyl-N-(t- 
butylcarbamoyl)-3'-despheny1-3'-(4-nitrophenyl)taxol of Example 3 of this 
application. As such, Exhibit A evidences our reduction to practice of the 
invention claimed in the application prior to June 7, 1995. 

5. We further declare that all statements made herein of our own 
knowledge are true and that all statements made on information and belief are 
believed to be true; and further that these statements were made with the 
knowledge that willful false statements and the like so made are punishable by 
fine or imprisonment, or both, under 18 U.S.C. ' 1001 , and that such willful false 
statements may jeopardize the validity of the application or any patent issuing 
thereon. 



Robert A. Holton Date 




Hossain Nadizadeh 



Date 



Li-Xi Yang 



Date 
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Chemotherapy activities of Taxol, TaMW-bu. 
Nltrophenyl-taxol, and TaxoHnetro on HCT116 Cells 
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